The family pedigree is shown in the figure. The three affected boys were the only sons of their healthy Caucasian mother. There was no parental consanguinity and the fathers of these boys were not related. Case I (II 1) This boy weighed 3-53 kg following uneventful delivery at 41 weeks. During pregnancy his mother was treated with monthly hormone injections because of her history of previous miscarriage. No other medication was taken. He was tube fed in the neonatal period and feeding problems persisted throughout infancy. Motor milestones were delayed in that he first sat unaided at 18 months and walked holding on to furniture at 3 '/2 years. By 6 years he could walk with a frame and he first walked alone, albeit very unsteadily, at 8 years. Speech was also
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delayed with meaningful words first being used at 4 years. Formal assessment at 8 67 years yielded mental ages of 2 06 and 3 03 for expression and comprehension respectively. Hearing was found to be normal. Overall ability was assessed at ESN (M) level. General health was good during childhood with no convulsions or surgery other than removal of tonsils and adenoids.
General examination at age 13 years revealed a globally delayed pubertal male with no dysmorphic features. Height and head circumference were on the 50th centiles, weight on the 90th centile. Visual acuity was 6 in the right eye and 6 in the left. Fundal examination was normal. He showed marked nystagmus on lateral and upward gaze. Power and tone were normal but reflexes could be elicited only with difficulty. Plantar responses were flexor. Sensation to pin prick was intact; vibration could not be adequately assessed. The finger/nose test revealed marked ataxia and an intention tremor. His gait was very unsteady on a broad base and he could remain upright for only a few seconds with eyes closed.
Case 2 (112) This boy weighed 238 kg at birth at 34 weeks following an uneventful drug-free pregnancy. There were no major problems in the neonatal period and he was discharged from hospital to his mother's care at the age of 3 weeks. During infancy he was noted to be slightly floppy and to be a poor feeder. He 
